Dr C H C Upjohn said he had seen this child two years ago and had failed to make the right diagnosis. It had occurred to him at the time that this child was probably suffering from a metabolic disorder and a specimen of urine was sent to the local group laboratory for chromatography. The report stated that there was no abnormal amino-aciduria or sugar. Having received this report he virtually dismissed from his mind such a condition, which was clearly wrong. It seemed to him that the diagnosis had to be made on clinical grounds and a pathologist asked to look particularly for the specific metabolic disorder.
Dr C H C Upjohn said he had seen this child two years ago and had failed to make the right diagnosis. It had occurred to him at the time that this child was probably suffering from a metabolic disorder and a specimen of urine was sent to the local group laboratory for chromatography. The report stated that there was no abnormal amino-aciduria or sugar. Having received this report he virtually dismissed from his mind such a condition, which was clearly wrong. It seemed to him that the diagnosis had to be made on clinical grounds and a pathologist asked to look particularly for the specific metabolic disorder.
Dr George Komrower said that cases of homocystinuria had been missed in the past because most urine screenings had not included a chemical test for cystine. If this came up very strongly and then the amino-acid chromatogram contained an apparent cystine spot, homocystinuria should be included in the differential diagnosis together with disorders such as cystinosis, cystinuria and liver disease. The chromatogram appropriate for separating homocystine from cystine would then be done; the two overlapped in the ordinary chromatograms.
Dr Komrower suggested that the case under discussion merited dietary therapy, which he believed would help in the control of the epilepsy and might also prevent a further general deterioration in respect of the mental retardation, and of the bony and vascular changes found in this condition. Dr C L Bray said he had studied platelet stickiness in 11 patients with homocystinuria, in 10 of whom valid results were obtained using a modification (Slack et al. 1964) of Dr Payling Wright's method, but employing heparin 5 units/ml as anticoagulant; all the results were below the accepted normal range.
The investigations were repeated on several patients, and in the present case a less abnormal result was obtained on the second occasion. In patients with this condition there seemed to be more variation in platelet behaviour than in normal subjects. This might be associated with variations in the levels of homocystine and methionine, although information about this was not available. The abnormal platelet behaviour could be attributed to a toxic effect of methionine and homocystine as these amino acids and several structurally related substances produced abnormal platelet stickiness when added in vitro to the blood of healthy subjects, producing stickiness values comparable with those found in homocystinuria. It has been possible to define certain structure-action relationships and show that the presence of the red blood cells was essential to produce the effect. It was interesting that cystine shared this toxic property, and it was possible that cystine supplementation of the dief might not be without danger; in one of the early cases a cerebrovascular accident occurred during such treatment.
As to the differences in results obtained by different investigators studying platelet behaviour in this condition, even slight differences in technique, such as the preparation of glassware and the type and concentration of anticoagulant used, could make considerable differences to the results. This might explain the discrepancies, particularly those quoted by McKusick and his co-workers in their recent report (Schimke et al. 1965) .
The difference on repeated testing of individuals might be related to variations in blood levels of the amino acids and would support the contention that the abnormal platelet stickiness demonstrated in homocystinuria was attributable to a toxic effect of homocystine and methionine on the red cells, with consequent abnormalities of platelet behaviour. This might be a primary factor in the thrombotic tendency exhibited by these patients. year-old para 6+5, following normal pregnancy apart from bleeding at the second and third months. She remained well until day 17 when cyanotic attacks started with increasing tachypncea, recession and capillary Pco2. Rales and a patent ductus murmur were heard intermittently. ECG showed marked right axis deviation with right ventricular preponderance. She was nursed in an incubator with 40% oxygen, digitalized and given oral ampicillin and cloxacillin. A peak of respiratory difficulty at 9 weeks was followed by gradual sustained improvement, despite poor reserve, interrupted only by an episode of bronchopneumonia at 51 and measles at 9 (hatched) on the two occasions ofstudy, showing progressive improvement months. Between the ages of 7 and 9 months liver enlarged to 4-5 cm and serum transaminases rose to a maximum of four times the upper limit of normal. Harrison sulci became obvious; but there was no finger clubbing or evidence of rickets. At 12 months: weight 6,900 g, length 68 cm, bone age 4 months. Radiology: Chest X-ray (Fig 1) showed diffuse reticular pattern enclosing small translucent cystic spaces. Serial films demonstrated increased streaky opacities mainly in the left upper lobe until the 9th month with subsequent resolution. Investigations: Hb 11-1 g/100 ml, WBC 9,400/ c.mm. No eosinophilia. Platelets 300,000/c.mm. ESR 2 mm/h (micro method). Stools: no fat globules, tryptic activity 1/16. Sweat sodium 25 mEq/l.
The following were normal: Bone marrow smear; serum electrolytes, calcium, phosphorus, alkaline phosphatase, urea, cholesterol and proteins; urine chromatogram; urinary excretion of mucopolysaccharides and 5-HIAA.
The following were negative: Cultures from throat, nasal, laryngeal and rectal swabs; blood and bone marrow cultures; Pneumocystis carinii in laryngeal and gastric washings and thick blood smear; antibodies to Pneumocystis carinii in infant's and mother's sera (Dr K Barta); tuberculin, histoplasma, coccidioidomycosis and Kviem skin tests; Wassermann reaction; toxoplasma by modifying antibody technique; cytomegalic inclusion bodies in urine; cold agglutinins; tissue culture for viruses from throat and rectal swabs and lung biopsy; LE cells in peripheral blood and bone marrow; antinuclear factor and latex fixation test; anti-lung antibodies by direct Respiratory function tests showed evidence of severely uneven alveolar ventilation (Professor K Cross and Dr R Hey). There was considerable improvement in the fifteen-week interval between the two studies (Fig 2) . With complete muscle relaxation under general anesthesia the total and static lungcomplianceswere6-5and 75ml/cmH2O respectively, which excludes fibrosis as the main cause of restricted ventilation. Initial blood gas analysis (Dr E Reynolds) confirmed ventilation perfusion imbalance: Lung biopsy on 20.8.65 (Fig 3) showed patchy emphysema and collapse together with thickening of some alveolar walls by mononuclears, alveolar cell hyperplasia and increased reticulin and collagen fibres (Dr N France). Electron microscopy (Fig 4) confirmed the light microscope findings (Dr W Aherne). Surfactant activity was normal as demonstrated by a bubble stability ratio of 0-92 (Pattle 1958) and the presence of a fluorescent alveolar lining layer (De Sa 1965) .
Comment
Forty-six cases of this syndrome, not all fully detailed, have so far been reported. The chest X-ray appearance in the context of the clinical picture and otherwise negative investigations is pathognomonic. Respiratory function tests and lung biopsy are confirmatory. It has been attributed to the premature subjection of a dysmature lung to the function of respiration (Baghdassarian et al. 1963 , Swyer et al. 1965 ). Burnard et al. (1965) thought it was the extreme end of a spectrum of respiratory distress in the premature. Short of a definite pathogenesis, our clinically descriptive term seems temporarily appropriate.
